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Amendme nts to the fnaima . 



1M. 1U« of cWna repl8cra an prior version and Uaringa of cUiro. „ tos wlicatio0; 
Listing ofQuim.- 



wherein 




X repres ents nn m ym atom K a ^ ^4 
Y represents NH or N-methyl; 

Z 1 aad Z 2 each independarfy „ oxygm or ^ ^ 

one of Z and ^represents an oxygen atom; 

Either represents hydrogen or a group selected from Cj-Cg aUcyl and a saturated or 

one snhstitnent selected from haloge* hydroxyl, oyano, csrhoxyl, -NrV, -CONrV, 
C-Calteyl, C-Coalkoxy, C.-CeaikylcaroonyKoxy), -SCOVC^alkylwhereroisO. , or 
2. C.-C.antylaulph.ny.anrino. C.-C, aUtoxycarhonyKaroino), henzyloxyand.sateatedor 
~ed 5- to o-roerohered ring ^ch ntay coropriae a. leas, one ring hetoroatoro selected 
^^^oa yg an^anlph Ur , to ringro im h^ eop ^ y ^ f ^ w . thatlMatoiie 
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substitue* selected fiom halogen, hydroxyl, oxo, carboxyl, cyano, Cl -C 6 alkyl, 

Ci-C 6 alkoxycarbonyl and Ci-C 6 hydroxyalkyl, 
-,2 

R represents hydrogen or Ci-C$ alkyl, and 
_3 

K represents hydrogen or Cj-Cjj alkyl, 



or 



R 1 and R 2 together with the carbon atoms ,„ whieh they are attached fcm, a saturated 5- 

to S-membaredri^opSor^yoo^risingarmgheteroatom selected from nihogen, oxygon and 
sulphur, and R is as defined above, 



or 



R 2 and R 3 together with the carbon atom to which they arc attached form a saturated 5~ 
to 6-membered ring optionally comprising a ring heteroatom selected from nitrogen, oxygen and 
sulphur, and R is as defined above; 
4 

R represents hydrogen or Ci-Cg aUcyl; 

R 5 , R 6 , R 7 and R 8 each independently represent hydrogen or d-C 6 alkyl optionally 
substituted by at least one substituent selected from hydroxyl, halogen and Cl -C 6 alkoxy, 
fc - f e pr a contn CIIaC(0) or 0(0) 0 $^ -^ 

L represents a C 2 -C 6 alkyl ^G^Sky^o^ optionally intenupted or terminated 
by at least one moiety selected from O, MH, S, SO, S02 and C(O), ; nr T roprosontc a Cg,-Gg 
ry n l oon^ mo^iq^cyoloalM or C^^ onl^lmnth ylffl .up , u a c h of me C,-C< alkvl 
ME reeited^ou^eing optionally substituted with at least one substituent selected from 
hydmxyl, halogen, Cl -C 4 alkyl. Cl -C 4 haloalkyl, Cl -C 4 alkoxy and Cl -C 4 haloalkoxyy** . 

T TopnwQttfB a S»-€ 4 r.l kyl mo chnia> fe ^ o f ^ m ntfn chGd ^ 

egbe ^ fomf T i n t hn S te 10 ui u mb uin d ring syatom u f G^to formaring ; 
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G represents a saturated or unsaturated 5- to i n mm \^ ■ 

0 3 to 10-membered ring system which may 

Hydroxy!, cyano, nitro, ^^(op^,,^^^^^^ 
hydroxylandmethoxy), C 2 -C 6 alkenyl, C r C 6 alkoxy (optionally substituted by one or more 
halogen atoms). ^0) n CpC 6 alkyl where n is 0, 1 or2. Cl -C 6 alkyicarbo^amino), C,C 6 
alkylcarbonyloxy, phenyl, benzyloxy, -NrV° and a group of formula 




G3 )— M— 

CH>; 



R 9 and R 10 each independently represent hydrogen or Cl -C 6 alkyl optionally substituted 
by at least one substituent selected from hydroxy!, halogen and Cl -C 6 alkoxy; 

Mrepresentsabondor -S-, -CfeC-, -CH 2 0- or -OCH 2 -; 

G 3 represents an unsaturated 5~ to 10-membered ring system which may comprise at least 
one ring heteroatom selected from nitrogen, oxygen and sulphur, the ring system being 
opnonally substituted wi^ hy±oxyU ^ 

nitro, ^6 alkyl (optionally substi^ 

methoxy), C 2 -C 6 alkenyl, Cl -C 6 alkoxy (optically substituted by one or more halogen atoms), 
WK«alkylwheretisO,lor2, Cl -C 6 alkylcarbonylCamino), Cl -C 6 alkylcarbonyloxy, ' 
phenyl, benzyloxy and -NR !1 R 12 ; and 

R 1 1 and R 12 each independently represent hydrogen or C r C 6 alkyl optionally substituted 
by at least one substituent selected from hydroxyl, halogen and Cj-Cs alkoxy. 
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(Cancelled) 



3- (Currently Amended) A compound according to claim 3 1, wherein R 4 represents 
hydrogen. 



4. (Previously Presented) A compound according to claim 1, wherein Y represents NH. 

5. (PreviouslyPresented) A compound according to claim 1, wherein Z 1 and Z 2 both 
represent an oxygen atom. 

6. (Currently Amended) A compound according to claim 1, wherein L represents a C 2 -C 4 
alkyl group optionally interrupted or terminated by one or two moieties independently selected 
fiom O, NH, S, SO, S0 2 and C(O), o rL roprooonto a C^oyn loi lkyh me^ l C^ ^te^ 

r ynl nnllryl me t hyl y u u p , u odi o f the .e^ed^e^ C^^kyX^gup. being optionally 
substituted with one or two substituents independently selected from hydroxy!, halogen, d-C 4 
alkyl, Cj-Q haloalkyl, Cl-C 4 alkoxy and C1-C4 haloalkoxy. 

7. (Cancelled) 

8. (Cancelled) 

9. (PreviouslyPresented) A compound according to claim 1, wherein, in G 2 , the saturated 
or unsaturated 5- to 10-membered ring system is selected from cyclopentyl, cyclohexyl, 
bicyclo[2.2.1]heptyl, cyclopentenyl, cyclohexenyl, phenyl, pyrrohdinyl, piperidinyl, ' 
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PVcntiqyt morpholinyl, thiomorpholinyl, diazabicyclo^^.ljhept^-yl, naphthyl 
bntafl, benzothienyl. benzodioxolyl, quinolinyl, 2,3-dihydrobe^ofuranyl ' 
tetrahydropyranyl, pyrazolyl, pyrazinyl, thiazolidinyl, indanyl, thienyl, isoxazolyl 
pyndazmyl, tbiadiazolyi, prolyl, furanyj, M ^lyi, ^ ^ ' 

benzimidazolyl, triazolyl, tetrazolyl and pyridinyl. 

10. (Previously Presented) A compound according to claim 1, wherein, in G 3 , the 
unsaturated 5- to 10-membered ring system is selected from cyclopentenyl, cyclohexenyl 
phenyl, naphthyl, benzofuranyl, benzothienyl, benzodioxolyl, quinolinyl, 2,3- 
dihydrobenzofuranyl, pyrazolyl, pyrazinyl, thiazolidinyl, indanyl, thienyl, i'soxazolyl 
pyridazinyl, thiadiazolyl, pyrrolyl, fhranyl, thiazolyl, indolyl, imidazolyl, pyrimidinyl, 
benzimidazolyl, triazolyl, tetrazolyl and pyridinyl. 

1 1. (Currently Amended) A compound according to claim 1 which is selected from the 
group consisting of: 

2-(2,5~DioxoiimdazohVim^yO 

JH2^Cyano-biphenyl-4^ 

? f?i 5 ninYnimirfnrrnliHiT. >f yj) ff ( ? n nrn y | c y o l op m pyl ) a ootamid c 

^-[2<4-CMort^henyl)emyl]-2-(2,5-dioxoimidazoli^^ 

tf-(2-Biphenyl^yl- e foyl)-2<2^^^ 

2-(2,5-MoxoimidazoIidm~4-^^^^ 

2.(2,5-Dioxoinutohdm^-yl)-^-[2<4-phenoxyphenyI)em^ 
2 -(2,S-Dioxoimidazoudm^-yI)-;^ 

AH2-(4-Bromophenyl)emyl]-2<2,5-fe^ 

^-[2<2,4-DicMoxophenyI) e myI].2.(2,5-di 0 xoiim(lazoli^^ 
iH2-(3'-ChIoro-biphenyl^^ 
tf-P^Benzyloxy-bipheny^^ 
2 <2.5-Dioxoinndazohdm-^^^^^ 
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2-(2.5-Dioxoimida^^ 

^S-Dioxoimida^^^ 

^-Dioxoimidazoli^^ 

2^2,5-Dioxoimidazo^^ 

^C'-Acetyla^^^ 

2 -(2,5-DioxoimidazoUdh^^^ 

2 < 2 >K°xoinudazolid^^^ 

2-(2>5-Dioxoimida^^ 

2 ^2,5-Dioxoiinidazottdin^-y^^^ 

^-[2^Acetyl-biphenyI~4-yl)^ 

M[2<4.Benzo[b]tWophen-2-yl,phenyl)e%l].2K2 t 5-dioxoimidazoli^ 
tf-[2-(4^Cyimomethyl-b^ 

2K2,5^DioxoimidazoUdin^yl)-^[2-(4-pyridinO-yl- P heayl) e thy^^ 
2-(2,5-DioxoiiriidazoUdin^^^^ 

2<2,5-Dioxoiinidazoiidin^-y^ 

2-(2>IMoxoimidazoUdin^yl>;\^ 

2-(2,5-Dioxoimidazolidk-4-yl)-^ 

tf-[2-(4-tert-Butylphenyl)e^ 

tf-[2-(4-CMo ro j*enyl)-l-methyl^^ 

K [[1 (1 ChlorDphonj^cydoprop^^^y^ 2 p>5 dioxoimidagolidin 4 y4)a6et ^ 4e> 
N 2,3 Dihydro 1H indon 2y\? (2,5 dioxoimidaaolidjui 1 yljaootamido, 

iy--[2-(4-CMorophenyl)ethyl]-2-(4-methyl-2,5-dioxoimida^^ 
tf-[2-(4-ChlQrophenyl)p ro ptf^ 

iV-[2-(4'-Cyano-l,l^biphenyl^yl)ethyl]^2-(4-methyl-2 l 5-dioxoimid^ 
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yl)acetamide, 

[Q %m 2 (1' Mrt timry hiphu^l 1 y H ny nlnp, y TJ 3 Q ■ 
dt exoimidogolidia 1 yl) aootomi d e , 

n A4( *^ ? (V 1 jQ ^ l up i o pyl] a (1 ■ n,H. J l yi d tnrnin u^ u lidia I 

yl) acotoim de, 



tf - ftlflM) 2 [1' (A uut yln mi n n lhiplin.y 4 y|j^e^fe^4j 3 (1 ni othy l i , J 
dioxoiniidfui u li iiiT i 1 yl) aootai i iid u, 

^P^'-Cyanobiphenyi^-ylJpropyi^^m 
acetamide, 

2 ^,S-Dioxoinridazo^ 
^PWy^'-methyl^^^^^ 
acetamide, 

2 -(2.5-WoxoimidazoUdm^l)^^ 

M[l<4^Morophenyl)ethyI]-2»(2,5-dioxoimidazoHdm-4-yl)-^ 

2-C2,5-DioxoimidazoHdm-4-yl)^<2-hydroxy.l-methyl-2.phenyle 

^-{2-[4.(l s 3-BenzodioxoI-5.yl)phenyl]p ro pyl}.2-(2 s 5-dioxoi I mdazoli 
yl)-acetamide, 

^2,5-Dioxoiim^oUto^^^^^ 

^-PHAcetylamino)*^^^ 

W^Ac^lbiphenyl-4-y^ 

^4-AcetyIbiphenyM^^^^ 

iV--{2.[4-(l-BenzotmW2.yl)phenyl]propyl}.2-(2,5^oxoM 

W 2 <3'-Cyanobiphenyl-4-yl)p^^^ 

""W^yanobiphenyl^yl^^ 
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2-(2,5-Dioxoimidazo^ 
acetamide, 

^-^oimidazo^^ 

2^2 > 5-D 1 oxo«mida Z olidin-4-yl).M{2-[4.(6-methoxypyrid^ 
acetamide, 

2-(2,5-Dioxoiriudazo^^ 
acetamide, 

"-{ 2 W2.3-Dihy<I^ 
acetamide, 

^S-Dioxoiim^oH^^ 
acetamide, 

*-[2<3^Dimeto^^ 
^-WoxomudazoH^ 

^-[2-(4^Cyano-3 , .methylbiphenyM.yl)pr 0 pyl>2-(2 > 5-dioxoimid^ 
acetamide, 

AT/ F mn TC i dl u x u l S & 9,1 rtihydro III inrtm i 3 yl] 2 (2,5 Jioir mmidiusolidiii 1 yl) 
acetamide, 

3 Dioxoii i iid^ u lidin A irtt M fff n ffiefeexyphgeyq ? a n riihjdro III iud uu 1 y j] 
nontnmido, 

[1 (ft rn tyl i mino) u k i iivn n 7 dibydfe ITT bdra 3 j1) 2 ^ n-coia ii aLLiu UJm 1 
y i) acetami de , 

■ ftr[5 Q A nn tirlpU u nvn 2J dihvrlrn ITT fed s 2 yi] 3 &5 - im irfn-p l idi o 1 ■■ !) 

ac e tamid e, 

V[5 (1 Aeety jph ea^ 2,3 dil^r n HI mdou 2 yl] g (2,5 diouoimidazplidin 1 yl) 
ae e tamido, 



Kff (1 Dom u Oiinn 3 yl) 2,3 dihydm 1H indoii 3 yl) 2 &§ din xoimidag u lidiu , » 
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y [ S ( ? r yn nnpliu tfl) 2,3 dil ij dm I T T i nri nu 2 jl] 2 ( y rtin i r M ee^B I j ]) 

ac e tamido, 

A4S ( 4 ry,no A .1 jl) 2,3 dihyd ro I T T |,„i„ A j y|] J fe S d ie «^ j lidia 1 } 1) 

r> ft S n imr oii ii ij.u nl i flhi 1 *n ?>r r T f n jfaere 3 a .1^ 1,, ^ y mi m l uil 2 

yl] aootam ide, 

? g 5 n i w nmidnju Udi ii I j0 Af (5 p (m uUij liLi n fr n myi] 2,3 duydro 111 indon 2 
yl) aootamido, 

3 (y D i m r oimidja u liJiii 4 nn *rr* rff aetoypyridia ? yl) y & hy &3 HI i 1 1L b u 2 



3 nioxoimidaEoUJin 1 yl) if [5 (1 mothoxy 3 mothy l phonyl) 2,3 dih ydiu IE, 
indon 2 ) r I] ocotomMe, 

Ar [S (2,3 Dihydi u 1 bongo furnii 5 yl) 2,3 dihydro III indon 2 yl] 2 
dioxoimid n colidin 1 yljaootami de, 

N [5 (3,1 Dmiothoxypn n nyl) 2,3 dihydro 1H indon 2 yl] 2 (2,5 ettoxoimidaaolidin 4 
yl) acetamido , 

A'-P-^'-Fluorobiphenyl-^ 
acetamide, 

AH2-[4-(l,3-Benzc«Hoxol-5-yl)phentf 
acetamide, 

A^[2^3'-Methoxybiphenyl^yl)propyl].2^4-methyl-2,5-dioxoM 
acetamide, 

AH2-[4Xl-Benzomien-2-yl)pheny^ 
acetamide, 

Aq2<3^CyanobiphenyM-yl)p^ 
acetamide, 

^W4^Fluo ro -3^memylbiph^ 
acetamide, 
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ace jdf Me ^^ 

yl)-ace^ 

aioxoimidazolidin-4-yl)-acetamide, 
yljpropylj-acetamide, 

acetanude, J ' 

yl) Qcotrou de, 

^ (1,3 D & l li iu ai ni r n 1 , in , rrfm tTT . ,^ j|r (1 ^ 

^ [5 (3 MotL o M p hfrnvn 2,3 dil . u.im ttt i^ n „ ? jT] ? (1 m Q %1 a> _ 

4inYnjinirloTnl,-.fi n j ^ l oo tau i id o, 

* f5 P f A nri f Yl MP 1 q 3 3 ™ I 1 tT T in rlm - j i] 3 (1 me&yl 2 § 
d i o xoimidagoii dm 1 )fl) m uUm iid u, 

^ ^ O ^ M . m h m » i 3 jn a f i m ntTl j l , | T a 4 . 

^ " r r 5 r i * rn W Jl ) 3 » J Ji L ^" a v n a n n. j i i, . nuti^ u n du t^ 

3'1) Qootanii d e, 

Yfr O n nn,,], ;, „ 3 ^ 3 3 ^ fa TTT i n rt nii 3 yl ] 3 ( I m uLLjl J,- 
^"■'Tiiti irnl i din 1 y \) ^ 
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np hm ft V d il i j diu Hi i nfln u 2 jl] 2 ( I ui n t h y l a j d.r teitotife 4 

yl) ocotamid e, 

^ VP (1 3 3 ^ I TT imlnn 2 , 1J j U uxu l hjM ^ din.nt m iJq.u lidm 4 - 

3 r l) aootamido , 

N [ 5 ( 1 T7l nn,,, 1 Mphs g yS ^ 3 1 tT T ,„ irn „ ^ . ( 1 m uUi _ 

rii mrni midagoli rti n 1 ji) aootamid o , 

. J 2 0 K n t h yl 2>J *^ ™ ' ^n 1i i1i,, | ,1) jy (5 p Cm n t h i .1l lu u ) p k L, iy]] 2,3 d^di u -lP . 
»d e n 2 yl) aootamido, 

N [5 QS MctU ujL M i iTi rfin 1 rf) 2J dftyfe* itt • i „ ? j g a (1 ^ 

dioxoimidaiiol irlfTi 1 y l ) acotau i id o , 

^ oxoimidaEol id m 1 yl) acotamid u , 

? (4 Mnfl i yl 2,5 d io T roiTn i d naolidiii 1 yl) y p p fl ii fln orn mothoxy jp li uij. l] 2,3 
dihydro 1H indon 2 yl) aeotomi de, 

A C (5 (3,1 Dimofli uji v u honvn 2,3 dfeydre «Hadea-8 /I] ? (1 m eth yl 2,5 
dioxoimidnTOlidin 1 yl) aootamido , 

y F (1 Cvano 3 sefeyfefeeayi) 3 3 &feydre ITT in inn 3 y l j - (l metbyl 2,J 
dioxoimidaEolidia 1 yl) aootamido, 

^-MoxoirmVIazoH^^ 
acetamide, 

2 ^5-Dioxoimidazo^^ 
acetamide, - 

*-{2W4-Acetylp^^^ 



PAGE 13118 ' RCVD AT 4/2712006 10:39:34 AM [Eastern Daylight Time] ' SVfcUSPTMFXRF-fiffl ' DNJS:2738300 1 CSID:6175428906* DURATION (mnw$):Q7-34 



APR: 27. 2006 1 0:45AM (3) FISH & RICHARDSON 6 1 75428906 '10.9859" P. 14^ 

Applicant : Henrikssonetal. , w , 

Serial No. : 10/525,640 Attorney s Docket No.: 06275-442US1 / 100604-1PUS 

Filed : February 25, 2005 
Page : 13 of 17 



acetanud^ 

"-£ 2 -<MMMph e nyi-4- y i^^ 
^[2-(14*-BiphenyM.yl)<thyl]-2-(2^dioxo^ 

^{^Bromobenzyl^^ 

3 (U' Diphanyl <\ yj) a wwethyHM ri ioxoiiniJo ^ lidin 1 yQaoot^ 
and pharmaceutical^ acceptable salts and solvates thereof, 

12. (Currently Amended) A process for the preparation of a compound of formula (I) or a 
pharmaceutically acceptable salt or solvate thereof as denned in claim 1 which comprises, 
^ ^ XroprcDonta n n mr yc nn <tfm u o mg tuup 1JR 4 ? reacting a compound of formula 




G2 M v- H 

X (m) 



wherein X represents an oxygon atom <w a group MR 4 and L , G 2 and R 4 are as defined in claim 
1, fonnula Q, with an activated carboxylic acid of formula 

O \ H 
If j — N 



HO 

R 3/ R 2 R 



(IV) 



wherein Y, z\ Z 2 , R 1 , R 2 and R 3 are as denned in claim 1, formula 
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^^^^ 




^ ninTTnl,li '"^ ^^ W^ ^ nlnln , u m 

W W hm Y Ofr " n ot in g , comp o und of fm ui uL 





^ei^G - re p r ^ n t r , In , in, s „ U|) ^ L ^ ^ n r , nfi ncd ffl ^ ffl ^ 

fee pr oin n co of a ctcong -kftser 

and optionally o ft nr (a), (b) or ( o ) formmg apharmaceuncally acceptable salt or solvate. 

13. (PreviouslyPresented) A pharmaceutical composition comprising a compound of fonnula 
(D or a pharmaceutical^ acceptable salt or solvate thereof as claimed in claim 1 anda 
pharmaceutical^ acceptable adjuvant, diluent or carrier. 

K (PreviouslyPxesented) A process for the preparation of a pharmaceutical composition 
which comprises mixing a compound of formula (I) or a pharmaceutically acceptable salt or 
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a-h^ fcsreo, a, dsfbad in data 1 with aphannaceutically accept,,!,, adjuvant, diluent or 
carrier. 

15-19. (Cancelled) 

20. (Currently Amended) A method of treating Thnm nth nrt nf. T .in. IP, m lux , m ^ 

* t n,rfnm a s wa y, J Lu^ - h asthma o r e feg gfc rt I j. 1 , j m.T u u x^ ^^^a^ 

rtmnirtonnp fo a o^ent a fhprap „ lrir?>nv fiffective ^ ^ ^ _ 

phar^a^eiiticallY acceptable salt or solvate fegreof »« plan n ed in dai m i 

21. (New) A method of treating chronic obstructive pulmonary disease which comprises 
administering to apatient a therapeutically effective amount of a compound of formula (I) 
pharmaceutically acceptable salt or solvate thereof as claimed in claim 1. 



or a 



22. (New) A method of treating arthritis which comprises adnuriistering to a patient a 
therapeutically effective amount of acompoundof formula (I) or a pharmaceutically acceptable 
salt or solvate thereof as claimed in claim 1 . 



23. (New) Ine method of claim 22, wherein the arthritis is rheumatoid arthritis or 
osteoarthritis. 



24. (New) A method of treating atherosclerosis which comprises administering to a patient a 
therapeutically effective amount of a compound of formula (D or a pharmaceutically acceptable 
salt or solvate thereof as claimed in claim 1. 

25. (New) A method of treating restenosis which comprises administering to a patient a 
therapeutically effective amount of a compound of formula (I) or a pharmaceutically acceptable 
salt or solvate thereof as claimed in claim 1. 
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